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<74)ft3A *LU & (fl*2£) 









(54) «DH(fHat 



(57) [Rft] 

m (1#tc. hya**f-VA*fc»±«fflJbS®'C&** 



(2) 



#fPB¥ 10-1 14681 



xxf+yA&t: i±mm±m2T comth & is* 
i~bv V uvhhuacm i tm^mm. 

S»*JH 1 — 3 cov ^fi^HiieSiOffiffl . 
[ B#JI 5 ] «tt*»^« Ate - B 
0 . 05-100mgT'fc *ff ^JB 4 Kttattffi . 

[19*9(8 1 mm&mife . $mum , u -a 

[000 1] 

*«»#»] »um mum 

[0002] 

fig. BfML Ml. »l«^t'Oi:o^KSrt"C<7>fe'&jffi« 

[0003] AAtRttBfti* y;* 

^*it:^ v sir }MSK«#ft LT v vfc v \ 

[0004] mSMMSt^ 51«OffFJlt la^OJFFM 



x. Mmm±. *<ommmz&~>x . *<vmmmm 

v9x*yrt?w**mth. 

[ 0 0 0 5 ] ffc^T , £<o»o«J!ate, wmitxnttfb 

[0006] 3i«co^jScoi(i*i^«tiSf±U-Cv^ . 

[0007] 
[0008] 

[0009] ^wmzxtiix. %<^^tlz. t/7 

^hU 3X^^y(trichostatin)A] {i. #»**UfclF 

(2) MBSiQSi ; feJ:^ 

( 3 ) L^mmmmiztt't h v-^ - t* * . 

[0010] IR^OffiBtO^to^JBW'ft:^ 

tzizmflmzmzzti&&*co&(DfemzsmLx^ 

[00 11] Sft. txhy - fT^f7- tmifflRIi: 

S^LT. h yi7)>f 3 y (i 

nhyperacetylation) £ t>tz kUtoKTh-tX > 



(3) ftB8¥lO-l 14681 



• h^^^rv-Xtrapoxin) 

• h'J^X^f y (tri chostati n) A „ B s C 

• Tb-^xXapicidin)A ( WR-f h^<T*K) 

• ^5 $ Ki^yCchlamydocin) 

COO 1 2 3 MW-hy^Att, *HK*¥Rfcfclvct 

[0013] *mmm*&w£m±* mz. im&^m 

COO 14] 

[* H Jtol8Sfc^»/B3 >y:3*^vA£fcl4*£>BI# 
IIK^IIflttniCRl: LTWJBTAfcifc 
MKl/Ct**. IK^J^^cttXhyn^^^vA'ft 

C 0 0 1 5 3 h >J n^^^>A(i, (Tsuji ) £>fc 
J: oTStreptomucesJ^COPR'S^j^ (hygroscopicus) 
e>ft^>T*BiSil^aKM»J"C*& (J.Antibiot 29: 
1976^) . hy^^fyAli, tf&AM (Ca 
ncer Res 47:3688-369lH> 198730 «klXSU5**« 

[antiprotozoal agent (J.Antibiot 41:461— 46SW. 1 
988^) ] t LTfc*J8T*£. SI«»S^*5V^T. « 

h'j^x^fyA^ gtmftx'wmzmmthn 

C 0 0 1 6 3 h V 3X^f> A<4. SI0FI±SBT£ 
»£. 3K»1±SB-C#^fflfc LTi4. «itf, *hy> 

LT4v\ 

COO 1 7] ^ftWlzX^X&WiZtl&Wmte, th 

c o o i s 3 *¥t*Mcommmiite. unnttimm 
vyhte£Tf^-F*7*ju, mi msi. ® 



z^rtzmcom'SLttLxx^. 
I o o l 9 ] *«BS^ffifigifti+s JSteJ&frcofili, 

14. j£A<0*S\ Stt*#m B<D»MB4, 0.05-10 
C00203 

*»W«4JaTOSB»«teBBeSit* fc^T«4=S:V\ 
Streptomyces platensis No.l45tf>i§^8fc&»£, h 'J u 

x^f->A :7-(4- (^^;ur$y) 7x~;U)-N-b 
Ho^f >-4 , 6- ^ ^)V-1-** 7 -2 , 4-^7° fi/^sT 
3= FfcWRLfc. BK^hU^JUi4. S^Vtfc [Sigro 
a. ( -fey h;M^<St. Louis) . 5X-yj*L#H)] 
*»£A*Lfc. hyn^^fyA^IIl^x^y- 

%kWm$. 0.0016%T*ofc. BR^hU^AOBWaf 

C002 1 3 mm\ i 

jfFfitafflBo«ae**ffl^T h y n^^f^AtBut 

hy^A^ifiJ«t3!£«tt$:^»t^. ^^^^-(Wista 
r)77h (400— 500g) 37^t-t7rot- 

SrS-o/^a, -3f^7 [Nicodenz. -3 A K (Nycome 

0U/mL*5j:VX h l/7h7>f ^^100>ug/nLr*l3tL^:^ 
;K y nseaH* -^WliWBW L . 5%C 0 2 ts J: 1/95 

[00 223 S + . 3oc7)«fflBS^hy3^^^^A (1 
-lOOnmoL/L) 2 4«fH«SL3t. ^2 4B#^r 
(4. $e^$-. h7>X*s S-^^;U25xzCi/mL (36 S-^ 
^->t7)it:vS-ti>l i 000Ci/nimoK ICN^nM -f ^ 

OX? (Costa Mesa) , ^'j7^-7 



m^Xft&im (immunoprecipitation) iZftLfz. jfc 

7*- 4 > ? V^(PhosphorImaging)j£T'aj^L?t. 
m R N A U</W-C?)»Stf>fctf>fc: , ffiMZhV?*?* 
yA100nmoL/Lfc:2 4l*ia«»L^. <£Of£. RN A£r 
ttffiU -/-ify (Northern) JMBBRST^W Lfc . 
[0 0 2 33 *lfcJ:tX2tt. «S»*(:itt4 h «J 3 

v i a*j j: txi 1 1 a<oHa»*«»awfc&t^r & . &*n 

[0024] 
[«1 3 

&1 : h'JJZ^>A^I 





100 nM 


lOnM 


1 nM 




37. 945. 6 


68. 914. 7 


91. 719. 5 




30. 1*9. 6 


73. 2i20. 9 


71. 9+21. 0 


SM a-7**> 


15. 517. 4 


54. 415. 3 


87. 610. 3 



[0 0 2 53 BR^ h V lmdL/U7)»Bttzte\,\ 

[00 263 
[*2] 





10'»M 


10-<M 


10-»M 




107. 8+9. 8 


127. 9+16.2 


92. 8H1.7 




67.9U9.1 


90. 6142, 2 


109.4131.1 


SM a-7?^> 


50. 0119. 9 


91. 6123. 4 


97. 9124. 4 



[00273 m&m 2 

L*:. «$rhU3X^^>-A100nmoL/LC2 4^^ 



4 ) «r0B¥ 1 0-1 14681 

OnmoLA^^filS^t- h U ^AlmmoL/Ltl 2 4 «SIL 
fc. *&H"RNA£ % jyx^— (Chomczynski)& 

J:tX-9--/f-(Sacchi)o*ST»ffiL^. ^hcOTor? 

(1.6kb Pstl7^^yh) , 7vh 
WD37-y>ff, (III) (0.5kb Hindlll/EcoRl?? 

SbkXHBR (GAPDH) (0.5kb Xbal/Hindlll 7 y 
h) M-o^T P-^^Lrtrc DNArn— 7'$rffl^T 

ymRNA^5' -*BRf»BWt J6-J- £ CRN A7D- 

fiLTGAPDH^j££+±*:. 
[00283 mRN A 1/ WO»»**3 
7-yvIII^.t^^flf-r^f-yOmRNAU^ 

J9?s*vr. ii^at ^icffluaw (post 

translational) Xh&Zbtf^*&%tltz. 
[0029] 
[«3] 

&3 





100 nM 




79. 3+13.5 




39. 0H3.5 


SM a-T!?1-> 


20. 6H5.4 



[00303 H*fefflJ3 

b*:. fflBB*. 3o^7^(i4O024^x/Uru-h 
[3**MCostar)4tR] T«atLfc. 290«i 
H+. 4 BBB1W- h 'J ^0. 00 WmnoL/L h U 
n^^f-yAl— 100nmoL/L^»«Ufe, «*«%hHM 

rS/V^tTlfll^fi-^^T^^yhL^. h'J^ 
^•f-VAte, lOOnmoL/LT'te, *^(I*t"f*Sfi^HW» 

[003 13 
[£14 3 



(5) 



ftgfPF 1 0-1 14681 



£4 :miBM*>ht&m 





10' 7 M 


10-'M 


10" 8 M 




h y 3^f->A 


h y nx^f^A 




23. 7±L 9 


16. 2±1. 0 


22. 0±3. 0 


22. 9±1. 0 




10"*M 


10" 8 M 


10 _,, M 


23. 9+2.0 


20. 4±0. 2 


22. 2+0. 7 


2i. 1+2.0 



[00 32]*ft^ MM*. 30^^+40^24^ 
x^ri/-h (3^^-4MS) r*SHU^. 0 + . 4o 
tf)*BIJfiS\ h 'J AO. 01— lmmoL/L^ti h'j3 

^f-VAl— 100nmoL/Uw2 4B*fSWSL,3t. 
tSift€:SEiT, *fflfi££. ( 3 H)-f- a ^VlOCi/mL (JtrfStt 
2501/1011101. 10/zCi/nL) WFffiT. WM'MJ^A&fc 



[0033] 





1(T T M 


10- 8 M 


10- 9 M 




h y 3x^f>A 


y y sx^fvA 


h y 3X^f>A 


10. 0+0.8 


1.3±0 


9. 9±0. 4 


9. 6±0. 4 


nmm 


10- 3 M 


10' 4 M 


10" 6 M 




£££ 






9. 9±0. 4 


6. 2±0. 2 


9. 5±0. 3 


9. 5+0. 2 



[00 34] a 



jfc^)H2»fcra«^)5Wi (explant) -ftWX\ M<7)*7 4 * 

^-^Ut^r^^^-r. 5%C0 2 ;feJ:lX95%£m£ 
(confluent) *MS* MJ 

ffBtri/-f ^/Lfc. 5-9^uu^y7;^x 
[0 0 3 53 SI«ftt^ny7^xy htSSBg 



h'j3X^fyAl, 10fc<J:t/ r 100nnioL/L(C2 4^ 

GF-/3, [**'JA-f ;fr*\A (Calbiochem) R] 5ng/mLfc 
«fc IX/ * tz (i h U 3 X ^ ^- > A lOOnmoL/L 2 4 ^RV 
8 Lfc . ±E*fc^O*!fltB<0 2 4 BSra<50«8jEt<D& % tT? 
$^0 (50/ig/mL) (Merck) «] fcJ;tX/3-7 

$/7DW-hiJ^ (64/ig/mL) 
T\ h9XX 8B S-?</U [ 36 S-^^~VCOJt^14>l, 
OOOCi/mmoU ICN^nV -f • ***+\ 

*U7*;P^TW) JK] 50juCi/mL^v>T. «£2 

fcctU r /i^{iTGF-/9 I ^C0^S^ffiBJL^. 7^;UL 

fc. 9>wifem±. hy^ooBB (tca) afcietc 

«fcO$l£L*:. PlU^yhS: (io 6 c P m) <o^uufc 

ay-yyim [iMfV ■ A'^f^Dx- (Southe 
m Biotechnology, A— 5 T7Av;lf|) 8] . 

RllllSt [-f 4 — • i/x.7T> (D.Schuffan) (Fre 



(6) 



ttBTlO-l 14 68 1 



ie Univ.. ^Hl >\ M7) **&Ka^*X*:k<0] . 

*wfta*t»v^Tff->fc. itmmtk. sds-pagekj: 
•9t^yA7i^Ml, y^ryr^T^f [Ampi 

ify. T'^-v'A'A (Amersham) 'J V)V • -^^—7 
(Little Charfort) . 3SB] +«ti8LTte*l 

[a>(^-7 -f/Ui* (Hyperfilm) -MP. T7-y 

^ [<ti/3f a:?— ■ "f (Molecular Image 

r) s GS-525, *W *3 v V (BioRad) , *ffl] T5£fi7T 

[0036] aat^*Bfla<7)3 yy^y h«»*t , b 

ijn^^fy AlOOnmoL/Lfc J: / * fc tiTGF- /3 , 5ng/raL 
£24i$R«ieL*:. 3^7^^^-*5j:i;t7f^ 
&£J;oT^itRNA£&tiJL*:. IBffiLfcftK* 5v 
h(7)7Dn7-yy« 3 {I) (l-6kb Pst l?y?*> 
h) . 77h<7)7'n37-yy«i (III) (0.5kb Hind 
III/EcoRl^^^h ) . feJ:t^GAPDH(^U-fe;WT^ 
ftK-3-^7x-hfVW Knyt- <£)<0.5kb Xba 

a-Tf^ylZ^Xl*. HIBfcH«t:niRNA*fflV% 

[00 37] J^Lfc*>^?«£fctimRNAfc**FH 

[0 0 3 8] rt@ft££f£L*?>^?&£ 35 

xay-yyim&xmumzftmmztt. 

^— 5;y^TjaiUfc. hU3X^f-VA100nmoLA. 1 
OnraoL/LfccfclAnmoL/L**, 3 ^-^^ I S^)*fi6S:^<X 

-Pit, 30%, 44%fc<fctm%ffi. 3 Sf likiWW»^fc 
(*6. SS2?iJ) . Hta«(!OhUax^yA-CJi. 
3 41%. 49%*$J:V10%a» 

IIlMfcL h UnX^^yAT'ffiS^^t (lOOnmoL/LT'P 



<Q.05&£Xf\0niaoL/LZ'P<0.01) . 10nmoL/LT^^ 

36±8%!5i^$iX. fOt, MJH^f-VAlOOnm 
oL/LfcilAOnmol/Ul^SSbfc («6. * TCA- 

tt*xtzl*1Wi&&Z%^#>* £tit>cohVzix 
9*y AcowmhmmtRWX'b -> tz 
[00 39] h»j3^^f>A^ 

fc. ZCDgmntzMZ, «IJKSrTGF-i8i*i4 (5ng/m 
L) h'jaX^fyA (lOOng/mL) SfcliTGF- 
/?! (5ng/mL) h'jn^^fVA (lOOng/mL) OfflA 
*;bl«:»«Lfc. 3 9-yvlffl*JJ:lXlllfflSfelXfc: 
T^a-r^f"VtllKftffifc»S** SDS-PAGET^ 
KU ^7r-^-y>/t^tU- £t7torrt 

6zmmwBmmw&mmi f z&^T£.itz&. man 

-yyillST*i2.5~8.0f&^l5HT*»«ft(rC»5Sro 
fc. TGF-yS^ ^ff^a-T^^y^^^^T. ait 

[0040] Hf&lC HJ n^f-yAtf^OlfiWJ&fll 

2 4H*H«RU:«. ^ftRNA£»ftU 
y—yy«iB»«*««ctH,«:* ftltffiSrffllfiU GAPD 

C^ti:^:. TGF-/3! (5ng/mL){i. 

*$ i mmstz^im « -r ^ ^ yn&fc^mi* * 

2.3(&*5«klX2.5«MWwl.7f&Jtta$-frfe. h 
U3X^fyA#i (lOOnmoL/L) (i. 37-^11 
fcJ:l^IIlSMl^^J^«-T^f-^mRNAW^P 

[004 1 ] 
[^6] 



(7) 



ttm 3 ? 10-1 14681 



%6 : ^ A/TCP TS AV>mUZ>m&Q%l%: 





100 nM 


lOnM 


1 nM 


37-^> I 


70+/- 13% 


56+/-ll% 


83+/-ll% 




59+/-18% 


51+/-11% 


90+/-14% 


sm a-Tt^y 


63+/- 8% 


64+/- 8% 


86+/-23% 



[004 2] [317 J 





TGF-0 


TCF-£+TSA 


TS A 




347tl85% 


121±39% 


70+13% 




476+273% 


86+35% 


59±18% 


SM a-T^^V 


175+196% 


67+ 6% 


63+ 8% i 



[00433 [«81 

£8 : rnRNAU^Cfc^*TCF-/5CDB|*»»|rtl^T©TSA©Sft* 



TGF- £ 

J7-y>l 231+89% 
n^-y^K 253+94% 
Sy a-T^^^ 171161% 



[0045] KMfc LT. 2o«»hAhy-f 



TGF-£+TSA TSA 

253+49% 84+14% 

180*51% 74110% 

114124% 85+16% 



[0046] 



(72)»*f h^n--^ 

^OU^r-. ^ 1780^7x^/1/. X-f-V 



